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ABSTRACT : 

The title compds . of formula I [Rl = H, halo, or C1-C4 alkyl optionally 
substituted by one to three halo; R2 = H, halo, aryl, etc.; R3 = H, halo, OH, 
alkoxy, aryl oxy, etc.; R4 = H, halo, OH, alkoxy, aryloxy, etc.; R5 = H, halo, 
OH, alkoxy, aryloxy, etc.; X = CI, F, Br, CN, or N02] or their pharmaceutically 
acceptable salts, useful as antiviral agents, in particular, as agent against 
viruses of the herpes family were prepd. . Thus, reacting N- ( 4-chlorobenzyl ) -1- 
(3-iodophenyl) -6- ( 4-morpholinylmethyl ) -4-oxo-l, 4-dihydro-3-quinolinecarboxamide 
with propargyl ale. in the presence of Pd(PPh3)2C12 and Cul afforded II in 19% 
which showed IC50 of 0.57 .mu.M against human cytomegalovirus (HCMV) 
polymerase . 
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ABSTRACT: 

The title compds . [I; A = CI, Be, CN, N02, F; Rl = aryl, CN, heteroaryl, etc.; 
R2 = H, halo, aryl, etc.], useful for treatment or prevention of herpes 
viruses, were prepd. E.g., a multi-step synthesis of I [A - Cl; Rl = 6-CH20H; 
R2 = H] which showed 51% inhibition of the HCMV polymerase at 20 .mu.M, was 
given . 
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ABSTRACT : 

The title compds . I [wherein A = CI, Br, CN, N02, or F; Rl = R5 or S02R9; R2, 
R3, and R4 = independently H, halo, aryl, SOmR6, COR6, C02R9, CN, 
heterocyclyl (oxy) , OR10, NR7R8, SR10, heterocyclylthio, NHCOR12, NHS02R12, or 

(un) substituted alkyl; or R3 together with R2 or R4 form an (un) substituted 

(hetero) cyclic ring; R5 = (CH2CH20) nR10 or (un) substituted ( cyclo ) alkyl ; R6 = 
alkyl, NR7R8, aryl, or heterocyclyl; R7 and R8 = H, aryl, or (un) substituted 

(cyclo) alkyl; or R7 and R8 together with the N to which they are attached form 
a heterocyclic ring; R9 = aryl, heterocyclyl, cycloalkyl, Me, or 

(un) substituted alkyl; R10 = H, Me, or (hydroxy) alkyl ; R12 = H, heterocyclyl, 
aryl, cycloalkyl, Me, or (amino) alkyl ; m = 0-2; n = 2-4; or a pharmaceutical^ 
acceptable salt thereof] were prepd. as antiviral agents, which are 
particularly effective against varicella zoster virus (VZV) , the Epstein-Barr 
virus, the herpes simplex virus (HSV) , the human herpes virus type 8 (HHV-8) , 
and cytomegalovirus (CMV) . For example, tosyl azide was added to Et 

3- (2-fluoro-5-iodophenyl) -3-oxopropanoate and the diazo compd. cyclized with 
PBu3 to give Et 4-hydroxy~6-iodo-3-cinnolinecarboxylate . Amidation with 

4- chlorobenzylamine (85%), N-methylation (39%), and alkylation with propargyl 
ale. in the presence of Pd(PPh3)2C12 yielded the 4-oxo-l, 4-dihydro-3- 
cinnolinecarboxamide I (A = Cl, Rl = Me, R2 = C . tplbond . CCH20H, R3 and R4 = H) 
(II) . The latter inhibited human CMV, HSV, and VZV polymerases with IC50 
values of 2.7 .mu.M, 1.7 .mu.M, and 1.1 .mu.M, resp. 
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ABSTRACT : 

The invention provides quinolinecarboxamides I (X = 0, S; W = R2, etc., where 
R1-R6 = a wide variety of defined groups, with 125 examples), e.g., 
hydroxypropynyl deriv. II, and their pharmaceutical^ acceptable salts which 
are useful as antiviral agents, in particular, as agents against viruses of the 
herpes family. Activities of the compds . against HCMV, HSV, and VZV polymerase 
are presented. Pharmaceutical compns . comprising compds. I are claimed (no 
examples ) . 
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ABSTRACT: 

The title compds . of formula I [Rl = H, halo, or C1-C4 alkyl optionally 
substituted by one to three halo; R2 = H, halo, aryl, etc.; R3 = H, halo, OH, 
alkoxy, aryl oxy, etc.; R4 = H, halo, OH, alkoxy, aryloxy, etc.; R5 = H, halo, 
OH, alkoxy, aryloxy, etc.; X = CI, F, Br, CN, or N02] or their pharmaceutically 
acceptable salts, useful as antiviral agents, in particular, as agent against 
viruses of the herpes family were prepd. . Thus, reacting N- ( 4-chlorobenzyl) -1- 
(3-iodophenyl) -6- ( 4-morpholinylmethyl ) -4-oxo-l, 4-dihydro-3-quinolinecarboxamide 
with propargyl ale. in the presence of Pd(PPh3)2C12 and Cul afforded II in 19% 
which showed IC50 of 0.57 .mu.M against human cytomegalovirus (HCMV) 
polymerase . 
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ABSTRACT : 

The title compds . [I; A = CI, Be, CN, N02, F; Rl = aryl, CN, heteroaryl, etc.; 
R2 = H, halo, aryl, etc.], useful for treatment or prevention of herpes 
viruses, were prepd. E.g., a multi-step synthesis of I [A = CI; Rl = 6-CH20H; 
R2 = H] which showed 51% inhibition of the HCMV polymerase at 20 .mu.M, was 
given. 
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ABSTRACT: 

The title compds . I [wherein A = CI, Br, CN, N02, or F; Rl = R5 or S02R9; R2, 
R3, and R4 = independently H, halo, aryl, SOmR6, COR6, C02R9, CN, 
heterocyclyl (oxy) , OR10, NR7R8, SR10, heterocyclylthio, NHCOR12, NHS02R12, or 

(un) substituted alkyl; or R3 together with R2 or R4 form an (un) substituted 

(hetero) cyclic ring; R5 = (CH2CH20) nR10 or (un) substituted ( cyclo ) alkyl; R6 = 
alkyl, NR7R8, aryl, or heterocyclyl; R7 and R8 = H, aryl, or (un) substituted 

(cyclo) alkyl; or R7 and R8 together with the N to which they are attached form 
a heterocyclic ring; R9 = aryl, heterocyclyl, cycloalkyl, Me, or 

(un) substituted alkyl; R10 = H, Me, or (hydroxy) alkyl ; R12 = H, heterocyclyl, 
aryl, cycloalkyl, Me, or (amino) alkyl ; m = 0-2; n = 2-4; or a pharmaceutical^ 
acceptable salt thereof] were prepd. as antiviral agents, which are 
particularly effective against varicella zoster virus (VZV) , the Epstein-Barr 
virus, the herpes simplex virus (HSV) , the human herpes virus type 8 (HHV-8), 
and cytomegalovirus (CMV) , For example, tosyl azide was added to Et 

3- (2-fluoro-5-iodophenyl) -3-oxopropanoate and the diazo compd. cyclized with 
PBu3 to give Et 4-hydroxy-6-iodo-3-cinnolinecarboxylate . Amidation with 

4- chlorobenzylamine (85%), N-methylation (39%), and alkylation with propargyl 
ale. in the presence of Pd(PPh3)2C12 yielded the 4-oxo-l, 4-dihydro-3- 
cinnolinecarboxamide I (A = CI, Rl = Me, R2 = C . tplbond . CCH20H, R3 and R4 = H) 
(II) . The latter inhibited human CMV, HSV, and VZV polymerases with IC50 
values of 2.7 .mu.M, 1.7 .mu.M, and 1.1 .mu.M, resp. 
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ABSTRACT : 

The invention provides quinolinecarboxamides I (X = O, S; W = R2, etc., where 
R1-R6 = a wide variety of defined groups, with 125 examples), e.g., 



hydroxypropynyl deriv. II, and their pharmaceutical!^ acceptable salts which 
are useful as antiviral agents, in particular, as agents against viruses of the 
herpes family. Activities of the compds. against HCMV, HSV, and VZV polymerase 
are presented. Pharmaceutical compns . comprising compds. I are claimed (no 
examples) . 
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= 6-CH20H; R2 = H] which showed 51% inhibition of the HCMV polymerase at 
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AB The title compds . I [wherein A = CI, Br, CN, N02, or F; Rl = R5 or S02R9; 
R2, R3, and R4 = independently H, halo, aryl, SOmR6, COR6, C02R9, CN, 
heterocyclyl (oxy) , OR10, NR7R8 , SR10, heterocyclylthio, NHCOR12, NHS02R12, 
or (un) substituted alkyl; or R3 together with R2 or R4 form an 
(un) substituted (hetero) cyclic ring; R5 = (CH2CH20) nR10 or (un) substituted 
(cyclo) alkyl; R6 = alkyl, NR7R8, aryl, or heterocyclyl; R7 and R8 = H, 
aryl, or (un) substituted (cyclo) alkyl ; or R7 and R8 together with the N to 
which they are attached form a heterocyclic ring; R9 = aryl, heterocyclyl, 
cycloalkyl, Me, or (un) substituted alkyl; R10 = H, Me, or (hydroxy) alkyl; 
R12 = H, heterocyclyl, aryl, cycloalkyl, Me, or (amino ) alkyl ; m = 0-2; n = 
2-4; or a pharmaceutically acceptable salt thereof] were prepd. as 
antiviral agents, which are particularly effective against varicella 
zoster virus (VZV) , the Epstein-Barr virus, the herpes simplex virus 
(HSV), the human herpes virus type 8 (HHV-8), and cytomegalovirus (CMV) . 
For example, tosyl azide was added to Et 3- ( 2-f luoro-5-iodophenyl ) -3- 
oxopropanoate and the diazo compd. cyclized with PBu3 to give Et 
4-hydroxy-6-iodo-3-cinnolinecarboxylate . Amidation with 
4-chlorobenzylamine (85%), N-methylation (39%), and alkylation with 
propargyl ale. in the presence of Pd(PPh3)2Cl2 yielded the 
4-oxo-l, 4-dihydro-3-cinnolinecarboxamide I (A = CI, Rl = Me, R2 = 
C.tplbond.CCH20H, R3 and R4 = H) (II). The latter inhibited human CMV, 
HSV, and VZV polymerases with IC50 values of 2.7 .mu.M, 1.7 .mu.M, and 1,1 
.mu.M, resp. 

IT 281652-27-5P 362048-54-2P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(intermediate; prepn. of oxodihydrocinnolinecarboxamide antiviral 
agents by cycloaddn. of phenyloxopropanoates and azides) 

RN 281652-27-5 CAPLUS 

CN Benzenepropanoic acid, 2-f luoro-5- ( 4-morpholinylmethyl )-. beta . -oxo-, ethyl 
ester (9CI) (CA INDEX NAME) 




0 0 
EtO-C- CH2— C 




CH2" 



RN 362048-54-2 CAPLUS 

CN Benzenepropanoic acid, . alpha . -diazo-2-f luoro-5- ( 4-morpholinylmethyl ) 
♦beta.-oxo-, ethyl ester (9CI) (CA INDEX NAME) 
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